by means of the GATK's HaplotypeCaller used in gVCF mode, followed by family-level joint genotyping and 9 phasing. Finally, they were filtered by quality using a hard-filters strategy according to GATK's latest best 10 practices. High-quality variants were then filtered against public databases (dbSNP150 and gnomAD 2.0) to 11 retain private and clinically associated variants, and annotated variants with unknown frequency or having 12 MAF <0.1%, and occurring with a frequency <1% in an in-house database including frequency data from 13 approximately 1600 population-matched WES. SnpEff toolbox (V.4.3) was used to predict the functional 14 impact of variants, which were filtered to retain only those located in exons with any effect on the coding 15 sequence, and splice site regions (variants located from −3 to +8 with respect to an exon-intron junction). 
